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m m w 

:^^m\'i. -^i^^^^mmm^^ (Antibody-Dependent Cellula 

r Cytotoxicity ; ADCC) ii^m^^ tlfc, HMl. 24^ig ^^-i" S ^# ( 

^HMi.24^#) Rx:^^ (Dm^^:^m\^m-r ^ . 

(Ishikawa J. et al. , Genomics 26(1995), 527-5 

34) . 'wmmmmu^KhBmmmmRrjTmmmmK:id\,^x -hm 

}S ^ Ay if ^Ji^S^at) V^T^e (Goto T. et al. , Blood 84(199 

4), 1922-1930) o 

HM1.24^1^0_hlB<^$Pi^mi^^*}::fca6. HMl. 24^M {Ji^^-T S ^ 
#: (^HM1.24^#:) JB^ J^l #^6<J tJl^^-T 5 >?> , ^(O^^^ 

A / -fe 7 f — (radioimmunotherapy) >fe if (7) ^ 1^ /I' if 
3pJffi36S^#$tb5{a;&^. ^HM1.24i^#:«. -^rtLg^. 
la^^l* (Antibody-Dependent Cellular Cytotoxicity ; ADCC) 

(Ozaki S. et al. , Blood 90(1997), 3179-3186) (OX. # 

r<7>J:5^.e. ^HM1.24^#:©^5fe6<j^^ (ci^ o T}*. t h {;i^-r 
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t h (t h'fk) ^ ;}^-cv^-5 (wo 98/14580) o U U 

H)^^^ ADCC^tt;dS — gif 5g$ttfcHM1.240t#:. # i^l ADCC?&tt;dS±i3a 

^tbTVN^o -g^llx-t^^ WO 99/54342JC{* . ^#:0^y=ii^ 

So WO 00/6i739(;ift . ^W<omm.\z.^^-y :=i—^<o^^ 

ADCC^Si* ^^f5-r 5 ^ ^ ;0S|B^$;i^XV^5o WO 02/31140lz: 
li:, YB2/0^Jla^;l*5V^T^#:Sr^^-a^ bi?) 5 r ^ {;i J; 9 . a-l,6cor 
e fucose^-^* n^V^||M^Wt-5^#:^i^i^i-5 r ^ ;OS|Bg^$ t^ 
TV^§o WO 02/79255 /^-T -fe X >f ^GlcNAc ^ Wt" 5 $1^ 

Sr^-f-5^#;55|B^$ tl/TV^5o U U >ds , 3^ ^ <D tJ: J: o 
T ADCC?S if 5t $ HMl. 24^ #: b T V^ V^ „ 

m^X^ 1 WO 98/14580 

mf^-Xm2 wo 99/54342 

#ft=5:m3 wo 00/61739 

#l^:S:m4 wo 02/31140 

#l^:s:i^5 wo 02/79255 

^^f^X^^l Ishikawa J. et al. , Genomics 26(1995), 527-5 

34 

^^^nS:W^2 Goto T. et al. , Blood 84(1994), 1922-1930 
3 Ozaki S. et al. , Blood 90(1997), 3179-3186 

1.24^#:S:tK-e(^Mat;^^ilrii#^L.i; 0 h-T ^ h(DX-h^ o 
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T— 37=3— ;^ ( a -l,6core fucose) (iSTHT^ Sffi <0 N - T -fe ^/l' ^ 
/i^nf- ^ i^O 6 ^ i: 7 =1 — 1 ^ t Qt UTV>5o ) t:^^ 
?feVN*|0^#f 5^HM1.24^#:. :R t>V^ ^ -fe 7^ ^ V (bisectin 

g) N - T-fe^7U'i//i'=t f- $ V (GicNAc) m^^^-r ^^miM^^i- 

•5^#:;^5igV^ADCCSI't4^^-r S ta*^, a -l,6=i T — 7 = — ( a -1 
, Score fucose) ^^^^m t ^ ± ^ 7- ^ > ^ (bisecting) 

N-T-fe^/^:/7U3i^ 5: >- (GlcNAc) it ^ ^ 1" ^ *S«I ?r * W t" 

^HMl. 24$t:#:) . |f!J ;t ^c i «9 ( 

Antibody-Dependent Cellular Cytotoxicity ; ADCC) T^i^i^^ ^ tlfti 
. HM1.24^mf-Mt-5^#: (^HM1.24^#:) ^Jif^fSo ^ 

!9 . 0yx.(^=ar7« X«3€{-^?* U< fit h -fbifc^: 1? 5 » J: 

19 ^#:6<Jfe:{4. a -l,6=i T— 7 = — >^ ( a -1 , 6core fuc 

ose) ?^CV^$|^^*•t-5^#:> tJ? -fe 7^ ^ iJ^ (bisec 

ting) 'N-T±'f'/U^/U=t^ ^ 1^ (GlcNAc) «it ^^r-t■ 5 Sr^ 
■f5^#> 3€^^:^*^ a -l,6=i T— 7 = — ;^ (a-l, Score fucose) 
?fcV^J^^^^ J.O/^^^ -fe 7" >f i/i/ (bisecting) N- 

r-fe^>'i'>//i'3 i^ 5 (GlcNAc) mik^^-r^mm^^ir^mi^^ 

3 



wo 2005/014651 PCT/JP2004/011812 

(GnTIII ) ^ 3 - K-r S^^^^^A Ufc^^J^^ 

m ; MtJ^fci. N-T±^/i-^/u=i-t ^^/Uh7>'^:7ai7— -€111 
(GnTIII ) Sr=f- Kf S^^^^AUytYB2/0lffl^t::^*U. 

mi\t. YB2/0"e^3^$*fc3KMt h-fb^t hHMl. 24^-1^ ©SDS-P 
AGE (12%T) O^-?^ — :x^;^t-o : ^7C^#T. * 13 : WMtu 

^#To h'Tb^t hHM1.24^#:#4fz g^rr^-f Ufc, 

2 fi:. HM1.24^#:-DG44i:HM1.24^^-YB©ig-^#:a^{c:*5tt 5 
k hPBMC(DADCCfS'[4tr> 4«^<^HM1. 24^M^mCH0^JIS (HM26. HM3 
1, HM21, mZQ)^m^Mmb\^X. E/T ratio = 25T*2|iJ^ U fc^:^ 

igStt. HMl. 24^#-DG44t HMl. 24^#:-YB Img/mL^J: *5 -5 k hP 
BMCtT^ADCCfett^. HM31<^^6<IilfflJ3a i: UT. E/T ratio = l, 5, 25-T? 

m 4 CH0*5f5O^#:(a)S.t>'YB2/0**^#:(b)d^ ^HM U^PA 

^yN»iJ?-;x;dS^'ftiUs # JCYB2/0*5l5^#TM:i. 7 =t - >^ M U 4i 

lilStt. M 4 EI B 1 ^T-^ bfc^A~H<D^at ^^1-„ 
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ig7{:i. fc hGnTIII cmk(D?CRK X l^fcTf 9 ^ 

m m MUi^lOOns/ mLK :iS\,'f^kDCCm'&E(D it GnTIII^^^ 

ia9{^. HM1.24^#-DG44iGnTIII^^CH0^1IS*^ t h^b^t h 
HM1.24^#:<D*§-^#:?gS}^:*5tt5 t h PBMCO ADCC^?^<4 ^ . HM36Sr^ 
6*j|fflJ3^^UT. E/T ratio = 25-eSiJS Ufc^:i:-T?fe 5 o 

0 1 0 t hGnTIII ^ =3 - Ki" 5 :^»ia^J (SB^J#-^ 

: 28) (GnTIII ori.nuc) ^^^Mt HGnTIII ^ = — Kf 5 *^SS3 
(i3^J#-^ : 29) (GnTIII mut. nuc) tMit^^ir^ HI if . 

igilt*. h GnTIII ^ =t — K-r5:^S@B3?!J (Ba>?!l## 

: 28) (GnTIII ori.nuc) i: ^ t h GnTI 1 1 ^Ir =i — K-f" S :^^ga 
(@H^J#-^ : 29) (GnTIII mut. nuc) tMit^t^-to . 

|^12f*. ^5f5Mfc h GnTIII ^ =1— K-t-5it»gB^J (SB^J## 
: 28) (GnTIII ori.nuc) i: ^ MM t: h GnTI 1 1 ^ =3 — K § SB 
(BB2?0## : 29) (GnTIII mut. nuc) ti^it^^-to 

HI 1 3 f:i. t hGnTIII ^1: 3— K-r§4^SS3^J (SB^J#-^ 

: 28) (GnTIII ori.nuc) k ^MM^ h GnTlU ^ - Kt" 5 i^SSB 
(Sa^JS-i- : 29) (GnTIII mut. nuc) i: >iSf tt: ^ ^ t" „ |^ t" . 

|1114(:i, h GnTIII iSr =» — Kf -5 :^S@B^|J (@a^J#-# 
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: 28) (GnTIII ori.nuc) ^^^MthGnTIII ^ =J - K f ^ :^£iH 
m (iB^J## : 29) (GnTIII mut.nuc) t^Jt^^fo . 

m 1 5 {i. fc h GnTIII ^ =i — K -f- -5 IB (iB^J#-^ 

: 28) (GnTIII ori.nuc) t t h GnTIII §r =3 >- Kt" 5 

m (iB^J## : 29) (GnTIII mut.nuc) t^it^^-To HI . 

#:) <^lt^l«it irlt^Ufc:^'^^^. ^ ^ « ^ 5 )^ ^«it ^ Wt" 

tti:^!(^±m^i^i^\^^M^ti-r. m^i-£. cho dhfr-j^jia 

(ATCC CRL-9096) . CHO Kl (ATCC CCL-61) . CHO DG44^^#}f 6 
^ ti^X^ ^t^^ CHO DG44^HJiS^^3p t /^S^t^lffllS ^ LT^ V^;5 
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— :7=t— ;^ (a-1, Score fucose) ;dS U fcH^ ^^-f- $ :7 n — 
mmi^^"^^ ± ^ ^ > ^ (bisecting) N-T-fe^/l' 

^Jf/^=Ii^ ^ (GicNAc) j!)^HMVrc1^i^f£ i£ ^mif ^ ^ tiii^x-^ ^ 

o 

„ *^;&^5f!l^oHsig^«. -gaj^f^. =^ x& II Jfe 8 f;i|B ^ J: 5 ^ 

o! -1,63 T — :7 3 — ;^ ( a -l,6core fucose) -f^- >tjn "t" 
5 tl ^ ^ U V^ X }i O |g ;^ ^ V^ 3fe ^ ^ HMl. 24^ # 
2r^3^$*5^^. S V^{*3el^^;l/^>r 7^ ^ V'i?' (bisecting) 
N-T-fe^/l'>5^/W=ii?-5 (GlcNAc) «5t Sr^^^-f 5 1^;^ ^ W-TS 

fcJe>ic»^, @ 6<J i -r S^HMl. 24^#:^ =3 - K -f" -5 it u— c:^ 

j; J9 n K $ ti/fc^HMl. 24^#: i LT ^ / — -:^ /p^.^^ ^ pJ 
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WO 98/14580(D|S^^^ hmh t^f^m 9 . / ^ n — -^/U'^HMl. 24 

— (^^mo < rli^ 1 T g 1 #^ 1 ff:*:^ 6 ) . 7 ¥ 4 ^ 

270 iJl, FERM BP-5233i UT^te^ tl/TV^§o * . ^KD^n^T^P 
K-^d^e>. i^mpl^M*^ (L^V^^) K-t-5DNAS:t>*« 

tls Escherichia coli DH5 a (pUC19-l. 24L-g k ) (PERM BP-5646) R 
O^Escherichia coli DH5 a (pUC19-l. 24H-g y 1 ) (PERM BP-5644) t 

Kt-5DNA^t>*H^ VIB:^^ =3 — Kt" -5 DNA;{»> . ^ 7^ 7^HM1.24^ 
#:^t>*t: h^b^HM1.24^#:;&Sf^^$;h.fCo t h {t:^#: o V> T . 
WO 98/14580©M37K~ll40K<^^ 1 ~^ 4 ttS J: 5 fc. t 

^oX. ^^m\^^\i^X\±. _hfc:?Iffl bfcWO 98/14580 J:: IB 

nx\^^^m^ <D=t J ^ n —-i-jl^^^, t h 'fk^#:?ie if 
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^ m 5 RXim 6 K^-r k < . im<D-^iyy—:^ (Man) i: 2^0(7? 

N - r -fe ^/wj^/u^ i^ ^ (GlcNAc) l,4M'a'-Cj^'a' 

^it (=ir) r-Man/3 l-4GlcNAc /3 l-4GlcNc-J fSr^U. r<D«3t<0 

(Fuc) ;OSjg'a- UTV^§^-a•. :i ti. f * 3£ U -C . jStc^^S© 
;*:^5^<^ — ooSili- ^HMl. 24^#: f*_hlB(^ :7 =i — ^ 

5 31 13 — -rYB2/3HL. P2.G11.16Ag. 20j^JiS (YB2/0*Ifl|jS ^ ^ S ) ( 
ATCC CRL 1662i! b T ^ T V^ § ) /JS # {f f> tt -5 o *^P^■e^V^ 
5 i: ^s-x?^ 5 ^ojtfc^^Jia ^ UT»i. -gnix-fi*. FTVIIiy Ti> 
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hCHOlffl^(WO 02/31140). Lecl3 Iffl^S (W003/035835) . :7 =r — h 
9 l^y^:^— ^ —XI^Mm (#M2003-174006, #M2003-282081. Sf^ 
M2003-174010. #02003-282102) ^mif ^ t i^X* % o 

yf^^T"^:^^ (bisecting) N - T -fc ^/l- =i f- 5; V ^ § 
r-) ^(D^MinMiCi^i-i. EI 5 i: < . -v y «- 

m:^s HI 6 ^^:^'f-Jif^^^:^3V^T{i:. »5^«it ( = r-) (ZJ^^J^tc?^ 
Cfc. Mia 2 1 ^<z)N - r-fe^/^iJ^/i^=i i^- 5: 

(GlcNAc) ;dS ^ l,4M-a-t^: J: «9 ^'a■UTV^5„ ;i (Z) N - T -fe ^ 

(GlcNAc) fy^^r -fe ^ 7^ >' :/N - T-fe ^/^tZ/V' =i 1^ 

■fe^/^^/^=^1^ ^ — h 7 i/;^ :7 a: 7— -^III (GnTIII ) 

i^-CV^S (NCBIx — :^ (ACCESSION D13789) ) » "^tc, 
^(omm. _hiSOBH^J'jf ^^^:^':5v^TPCR^fe^^ SfeJc^J^oT. 

GnTIII ^ =1— K-r•5DNA5^>^V^T. ^^^-feiJ^T^-f^/iJ^'N-T-fe^ 
;U^;U=i^ ^ ^<Sr#"rS3ir^^?l^^i-5 fj:«. r <^ DNA ^ ^ 

^irtiit X\^^o ■f->fet>-^x GnTIII ^ 3 - Ki-5DNA^^A/T'^S^ 
t ^HMl. 24^#:<lr 3 — Ki" S DNASr A/ T*^ 5 ^31^ tJ' 
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=ir— 7=f— X ( a -l,6core fucose) t:^ t ± ^ 

:z.<D^y( :f(Dmi^^m7^-t^Ki-^. GnTIII ^ 3- K-f-SDNASr^Ay 
X*^?>m^^^ ^5^ — ^^HM1.24^#:?r=3- K-T 5 DNASr^ A/l?^ S 
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mmm 

10/*g©fc h^tlffL^ hmi.24^iifm^^^ ^ — (AHi/N5KGlV-lark 
, Barnett, R. S. et al. Antibody Production in Chinese Hamste 
r Ovary Cells Using an Impaired Selectable Marker. In: Wang, 
H. Y. & Imanaka, T. (eds) ACS Symposium Series Vol 604:Antib 
ody Expression and Engineering, 27, 1995, WO 98/4580) ^2X1 
0^/0.6 mL PBS(-)OYB2/0 (ATCC CRT-1662) =c u ^ h ^ 

— i^ 3 :ymx*1.5ky , 25 n?<D0kW-vmAl^fCo :^ai{*5% 002-^ 1^ ^ 
^ ^ — ^ — -e37t: T?^f o 

10% FCS^'a-tpRPMI1640^^ (Gibco%h) }J:400jug/mL Geneticin 
Sr^P bfc^, 50 nM MTX, 100 nM MTX, 200nM MTX^HK^MT 

xmmt:hif. at^^itiM^ff oi/fco ^fc. 96^ zx.^uyu- h (Pai 

contt) {J:200nM MTX, 400 /x g/mL Geneticin?: ^tP 10% FCS/RPMI164 
Qfp, 0.5 cells / 100 AtL / vellX^m^ m^^^^i^XmM 

t h^fc^t hmi.24mi^^M^^^mAvtcYB2/om^(omm±m 

nmMm2X^irELiSkK x ^ ^» U;^c„ 

2 . b h^b;jj^HM1.24^#:(0^a:(ELISAfe) 
ge-i^^/UELISAffi ^ h (Nunc^fcM)JJ: = — h (lOOmmol/L 
^mT^^-r h y pH9. 6)T'100ng/mim^(-%l'^ Ufc-sr^MHMl 

.24^jm^l00jiiLT o^in 4''CX*im&L±l^}t^^'t-ft, ^JfS#, 1 
% BSk-?BS^200 fiL/^ =^j\^XM:tmUXm2!i^mnmV. f^MUfc 
7" U-— h tt4°CT'i^# bfCo l%BSA-PBSSr^#JI^* Ufc^, ^well^ 
Tween-PBSt? ^5fc U „ 
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m^^^vfc t h ^tmmi.2A^i^mmmxi-t-^ t loon 

. 100AtL/wellT*^?ibfc„ ^mx-^ m 1 f^m RJt^ ^ ^ fj^'^ . 
:3^/^^Tween-PBST*gfe?^ UfC o T f :/ ^ li HRP ^ ^ ^ /Kc ^ ^IP U 
. ^?a-C15:^^JSA_hS;;S^-tir. TMB liqidCSigmalfcM ) % 100 ju L/ 

^jfeM 3 . YB2/0-e^m ^ ^irfc b h^fbifetli h HMl. 24j7L#: (D3l^M 
h'fbl^t hmi.24mi$i(D^^7b^m.m^thfcmi^i-i. irOOcm^© 
n — 7 — ^h/V- (CORNING^fc) t?i£:^:^*^ff o fCo t-?&^3*>lXlO 
^i®(^t h'ftl^t: hHMl. 24^#:^^YB2/0liJ!S ^400inL(D200nM MTX, 
400it*g/mL y N'-r i/:/^"^tflO% FCS/RPMI1640^^-e(2. 5rpm) 

JCFCS<S:PBS(-)T?5ji|g.fl^ U fcrProteinA FF(AmershamPharmacia|± ) ^ 

"j-^mm^ :i tx^ -y^^igG^mt (fcs(-)) . :i<^FCs(- 

)^ffiVNfc200nM MTX, 400 /* g/mL-J^ >' ^ ^ £plO%FCS(-)/R 
PM 1 1640^ fife -T? 3 --4 0 LfCo 

:@*_h?*(*0. 22Aim>'^7Wi?— ^SUfc^. rProteinA FF(PBS/PB 
S-^ 3^1^^: V ^ V h^ffi)*3it>*Sourcel5S (20mMg^@! 

. 0-0. SmM NaCl: y :=^r i5^7 i?^^' h^tU) -t?iit]MUyfco I^UVtc 
b h'fb^t hHM1.24^#:f*HM1.24^#-YBi:i&#itfc(ia 1 )o 

Hjfe^J 4 . HMl. 24j7Lll(BST-2) 5 CEOmm(Di^m 

Ohtomo T. et al. , Biochemical and Biophysical Research Commu 
nications 258(1999), 583-591)o IP t) . DHFR^^JR L ifeCHO^flSt^ 
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(C. HM1.24^J^^ - Kt-SI§^-<i57 ^ -p3.19 (_hlB5:m) 
AU. 500 ng/ml(OG41SX^miSiV. $ ^ {cPS#^JiR?S j; !9 HM26. H 
M31. m21RXJ^M36<DA-D(DM^W^nfCo MUS^ffi-t <^HM1. 24^iE 
O^^m(^#Jm2001-115889fc|5 $ ttfc:^^fe{iT 7 n — if ^ b 

V —X-WlMl^Tc k :i ^ti^nmm^tcV) 3.8X10\ 2.2X10^, 
2.2xl0*RXJ^1.8xl0^mX'h^f^o 

( 1 ) fc hPBMC^I^OMM 

^ Ficoll-Paque^"PLUS(Amershain Pharmacia Biotech AB){clfijlL. 
fco (500Xg, 30^P^. 20°C) Ufc^. :^:^^]il^trfe 

^^mm^-^^vfc, smm^"^. io% fbs/rpmhcim^Us t hphm 

(2) :^6^jtoJia^i^o^iii 

IIM^J4tJ:^ b^^HMl. 24mM(BST-2)^^3Si-SCH0^1fe«. IH^ 
fiJUi^^l^dnvitrogen Corp) ^ ^ V^ T T^V 5^ ^ fU SI U . 10% 
FBS/RPMI 200ixUzW-MV. 5. 55MBqOChromium-51^ ;t . 5%^^ 
^CfJ^-Yi^^^x^— i?- cf'ST'ClNFfS^^ Ul^o :i<^0J3ll^3|lIdfe#-Ufc 
10%FBS-RPMI1640^:N6^ ^©'^ <Olfflll&I^SJ;i|iM Us *iietJ^J!&^ 

(3) i^nA^Htl^;^ (ADCC?&i4) 

Kmmvrc^i^m^50 fiL^mM 7Jc_hT'lNpraHJ^;:$^^f^:=^^-^ 
fc hPBMC^?geiOOAtL^Jn;t. 5%mm:^:^^ ^ ^ - ff- 37''C4^ 
:^^^:^#±^100i«L4'<^:^l*^tt^;«f V-^;* :x iJ' - 

i^^fi^IiJ' rt A5iil^(%) = (A-C)XlOO/(B-C) 
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m^50nL. 10%NP-407K^?^ (Nonidet (fg^) P-40, -T :A 7 ^ 

i-f :bM(iMmn.icpm)(D^i^m. a-tm^Mm^Mm^so ul^ io%fbs/ 

, Ficoll-PaquePLUS(Pharmacia)};i^Ji SOOsX 30 X^tc 
„ :^;^3^tB 10 % PCS tr-^tpRPMI 1640 "X? 3 111156 10%F 

h V y^^l^-EBTkXmiif^ lOroFCSSr-^tf a -MEM-CM^ Ufc2xl 
0« ;NBJia/iiiL<0 13 7 iJ' h ^/^J^ — "^^^^mCHOftSO^^Ji&I^SOjtiL^ . 
il'Sf ?ifc?t££©^HM1.24^#:50AtL^96l^ai/^Ui£^l^~ h fJlJtlPx.. 
4 "C-tflS^^HiiSi^ -frfCo OV^•T?3l:7 ^ ^ - ^JISIOOm L^^Px.> 

S7'cx 4mmmm\^r^o mm^. 20nL<Dmm±m^um.v. 

9^ h i^^-'^mi^^mmVtCo :^;^:^!ll^i^*«Galactone-star 

m^m^m^ (%) =(A-C)X100/(B-C) 
(%i8-:^f7i^ hix^ — if) 
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mmm l . YB2/oa3fel: h>fbjTLb h HMl. 24^71 #:<DADCC?^tt(^aiJ ^ 
YB2/01?^^$*fcHM1.24^#: (HMl. 24m#-YB) © ADCCflItt II 
jlfS^jSc^IJ^^fefCTM^ UfcJ^:i:Sria 2 -HI 3 i^^VtCo m 2 JJl:^ U 
fcX^iZ, V^-f tL<D^6<J^fflJ3S{C*5V^T ^> . HMl. 24^#:-YB}i . DG44 
(DHFR:$(:^CHOj|HJia : Urlaub, G. et al. (1986) Effect of Gamma 
Rays at the Dihydrof olate Reductase Locus: Deletions) and In 
versions. Somatic Cell and Molecular Genetics, 12: 555, 1986 
) "T?^^ UfcHM1.24^#: (HMl. 24^#-DG44) J; t> Jft V^ ADCCfi^i!^ 

^J!SHM26, HM31^.ffl VNfc^-^. HMl. 24^^$:-DG44"T? {3:<gV>ADC 
Ct&'I4 ^fm^ofccD fd^ LTHMl. 24feT:#:-YB-e}iiS VNADCC^S-i* 

jOStfcjmUfCo ^fc. |g| 3 {il^Ufc J; 5 ^^^J^a^CfJlM-r 5PBMC 
m<^#J'a-(E/TJt)dS25<^^(D;?^>fc ^-f . E/Ttt:*S5<Z)#'g'^>HM1.24^ 
#:-YB}^HMl. 24^#:-DG44 J: »5 ^> ^^V^ADCCfet£^^ U/c„ 

mmm 8. mm<DM^ 

1. 2-r 5 / If y i^:x^sS^*sm(PA'fi2)^m)<^^M 

:2^BPJOYB2/O^5i5^#:. RUMmmnt b T CHOft 5(5 (^^#: . 
N-i/y =1 v-^--^ F(Roche)^f^^ ^ M K b $ 

■tir (Weitzhandler M. et al. , Journal of Pharmaceutical Scien 
ces 83:12(1994), 1670-1675)o ± /I- n — :jtj ^ h V s/ ( T AKAR Ai^ 
)^^ V^fc @^attt±i (Shimizu Y. et al. , Carbohydrate Research 3 
32(2001), 381-Z88)i^^^m.&l'tt^^m^nmi^> 2-T5yfys? 
VfJ: J: 5 ^^^Si^tf o (Kondo A. .et al. , Agricultural and B 
iological Chemistry 54:8(1990), 2169-2170)o ^ ^ tltcPkitmm. 
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UTCH0S5l5(^^fr (COV^TPA'^b^^(^lSM^^To fcm. ODS 
;!57 7 A (TAKARAM Palpak Type R){z. ^ ^ ^m^?LC^m ^ff^^ . ^ 

3. *t^PA'fb)|t^(^-^7C'^ fc:° V^fC J; 5:«-*ff 

_biBllJ£^!|. 80i:S(^:^?5fe"e. 0J OYB2/0S (Jl o TPA 

^\:mm<Dmm^^orc^. ods:* 7 j; s^^fr^j^aHPLc^^^j^t^^r ^ 

i^:^^ ^ A (TAKARAjgi Palpak Type N) fei i 5 JlilBHPLC:$^^lf ^^a^-B- 

i SJiR^BHPLCT*. 5^MPA^b*l^<Z)^'Y ^a^^iS 
^ot^iHPLCfeiT^W bfco 

PA<fe;«Sm^^iPp(TAKARA3^. J^^-^^'JlS. ^^t 

^nmm ; m 5 <dk, 0, p^g^ < ) ^ <^HPLC};i*5(t s^w^gt^itt!^ 

it^m 1 ^i^^ir (J, K<^|S:j§ij:S.tJ«N, 0(D^SiJ{*;*:^ii^!|{;i*5V>T 
fitf o -CV^?feV^) o *fc. S 1 (:i^-t-*t^(^«at^lll 5 ]5lT>'^ 6 

0%£;l_h#^U. JLo/^Vfe iJ' -7" :/GlcNAc^i^o3^^ ^JS^^-f 5 
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mm. 








A 


-Fuc , -Bisecting GlcNAc 


17. 7% 


33. 5% 


B 




9. 9% 




C 




3. 9% 




D 




1. 9% 




E 


+Fuc , -Bisecting GlcNAc 


22. 9% 


55. 2% 


F 




21. 4% 




G 




5. 5% 




H 




5.4% 




I 


-Fuc ,+Bisecting GlcNAc 


2. 0% 


3. 3% 


J (K) 




1. 3% 




M 


+Fuc ,+Bisecting GlcNAc 


3. 7% 


8.0% 


N(0) 




4. 2?/o 






ll 9 . t KGnTIIIISm^iJ^ ^ 







t hGnTIII3t'^^@2^J«NCBl7*— ^— ;^ (ACCESSION D13789 



) ii9A^Ufc„ @H^J(*GENETYX-SV/RCT*^W ^3gUiB^J/5S# 

v^it^^e>. PCR{i J: -Sitife^^afcfS i6*jT*. '^'< u-^ hmm 

mni^fco PCRJC{:iK0D3e^ y p< 7— dOYOBO^fc) $rfflV^. 

801}&^ P>870* -COZl^lc^^ftlOO^M t Tie:^-f-7'7-r ^ — ^ 

fflv^TJl|g^. PCR^fTofco TI5o:7'7^ — BB2?!1Jj:*5Vnt. :kX 

n^:^"^ h(Di^m.^ni)^^^ir. mii-t. GnTIII it-fe^^ Mi" 5 # 



18 



wo 2005/014651 PCT/JP2004/011812 




20 



wo 2005/014651 PCT/JP2004/0 11812 



to 

(310 
4-» 



1 

V 
IN 

1 









bo 








uU 






o 












bo 














CJ 












cd 












CJ 














cd 




bO 








CJ 


o 










CUI 






bO 








bo 


bo 










Cd 


(so 




cd 










bo 










^ 


cd 




bo 








(0 


*** 








o 


w 






4J 




bO 




bO 


03 








o 


bo 




00 


CJ 








(xO 


Cd 










bo 




bo 


o 




00 




4-* 


CJ 








4-* 


CO 


QO 


CO 


bo 




CJ 




(20 


CJ 








o 






cd 


cd 




bO 




bo 


cd 








CJ 






o 


cd 








4-* 


bo 








cd 


CJ 


DO 


CJ 


bo 




o 




bo 


4-* 








o 


CJ 


*^ 


cd 


cd 




bo 




o 


CJ 










bo 


o 


CJ 


bO 








cd 


bo 










o 


bO 


bo 


bo 




o 




bO 


4-* 








+-» 


cd 


o 


CJ 


cd 




bo 


CJ 


o 


Cd 








Cd 


CJ 


o 


bo 


bO 


bo 


(d 


4-* 


bO 


(XO 








4-* 


4-> 


bO 


4-> 


bo 


bo 


o 


bo 


bO 


cd 








o 


bO 


cd 


bO 


CJ 


CJ 


CJ 


CJ 


bO 


bO 








CJ 


bO 


CJ 


o 


o 


cd 


CJ 


bO 


4-* 


bO 








■M 


o 


bO 


+^ . 




o 


cO 


o 


CJ 


bO 








(30 


CJ 


4-» 


4-» 


bO 


bo 


bO 


o 


bo 


o 








4-» 


CJ 


o 


-♦-» 


CJ 


o 


bo 


bO 


cd 


o 








u 


u 


tao 


Cd 


cd 


bO 


CJ 


CJ 


bo 


-M 








o 


bo 


+-> 


-M 


bo 


03 


Gd 


bo 


CJ 


4-» 








u 


4-» 


o 


bO 


bO 


bo 


CJ 


CJ 


cd 


(20 








cd 


Cd 


o 


cd 


bo 


bo 


bo 


o 


CJ 


cd 








bu 


od 


sJ 


bO 


CJ 


bO 


bo 


bo 


CJ 


cd 








cd 


o 


CJ 


o 


o 


o 


4-> 


4-» 


+-» 


o 








cd 


Cd 


bo 


o 


i-* 


u 




bO 


4-> 


■«-» 




bo 




o 


Cd 


CJ 


cd 


o 


u 


bO 


bo 


o 


o 




4-» 




■!-» 


bO 


4-» 


CJ 


o 


bo 


bO 


CO 


bO 


bO 




CJ 




4-» 


UU 


sJ 




bS 


CJ 


CJ 


bS 


CJ 


CJ 




CJ 




o 


+-> 


Cd 


cd 


U 


bo 


u 


bo 


bo 


o 




(0 




■»-» 


o 


CJ 


CJ 


o 


CO 


CJ 


bO 


4-9 


(XO 




4-> 






4-> 


o 


cd 




bo 


bo 


cd 


bo 


bo 




O 




o 


4-» 


o 


bO 


bo 


4-» 


4-» 


o 


CJ 


CJ 


o 


CO 




OS 


4-» 


4J 


bo 


cd 


CJ 


o 


CJ 


cd 


(XO 


o 


bO 




u 


4-> 


o 


cd 


bo 


o 




o 


bO 


o 


cd 


CJ 




bo 


+^ 


od 


bo 


cd 


4-> 


ttO 


bO 


bo 


CJ 


bo 


(d 






O 


4-* 


o 


bo 


O 


4-» 


4-> 


4-* 


bo 


00 


bo 




o 


bo 


o 


o 


bo 


O 


50 


bo 


CJ 


cd 


4-> 


o 




o 


Cd 


4-» 


CJ 


4^ 


(d 


4-» 


bO 


bo 


(XO 


o 


CJ 




+J 


CJ 


U 


bo 


CJ 


4-> 


CtO 


4-» 


4-» 


bo 


o 


(20 




4-» 


u 


Cd 


4-» 


bO 


bO 


o 


CJ 


CJ 


(ao 


4-» • 


CJ 




o 


4-> 


CJ 


CJ 


4-> 


bO 


bO 


bo 


CJ 


(XD 


4-» 


' 4-» 




o 


t(0 


o 


(30 


Cd 


o 


4-» 


bo 


CO 


4-» 


CJ 


CO 




+-» 


4-> 


CJ 


4-» 


bo 


t> 


bO 


CJ 


bo 


cd 


+-» 


bO 




o 


btO 


o 


bo 


cd 


o 


Cd 


bo 


o 


+-» 


bo 


bO 




+* 


bo 


Cd 


bo 


cd 


o 


bO 


Cd 


4-> 


4^ 


+-» 


4-» 




cd 


4-» 


4^ 


-H> 


u 


cd 


bo 


bo 


4-> 


CJ 


cd 






o 


O 


bO 


4-a 


o 


o 


4-» 


bo 


bo 


bo 


4-» 


(XO 


u 


-♦-> 


CJ 


o 


O 


cd 


a 


bo 


CO 


cd 


bO 


o 


(XO 


•M 


o 


Cd 


bO 


Od 


o 


•< 


bO 


cd 


bO 


CJ 


4-» 


£— • 


+^ 


CJ 


cd 


+j 


bo 


bO 


bO 


bo 


o 


o 


Od 


o 


cd 


CU) 


bo 


4-> 


o 


bo 


bO 


o 


4-» 


CJ 


d 


o 


bo 


00 


4-» 


+-> 


o 


bo 


+-» 


CJ 


bo 


bo 


Cd 


CJ 


4J 


•M 




(d 


bO 


CJ 


4-> 


bo 


CJ 


(20 




t-t 


CJ 


4-» 


bO 


00 


u 


4^ 


CJ 


CJ 


bO 


u 


u 


od 


CJ 


00 


CJ 


(xO 


o 




CJ 


bo 


O 


to 


CO 




o 


o 


00 


Cd 






o 


o 


^ 


<d 


o 


cd 


o 


bo 


bO 


CJ 


CO 




bo 


■M 


tXD 


CJ 


ttO 


CJ 


cd 


bo 


CJ 


4-» 


4-» 


CJ 


o 


CJ 


4-» 


bO 


+-» 




cd 


CJ 


bo 




CJ 


bo 


o 


od 


■«d 


4-> 


CJ 


CJ 


CJ 


o 


+-» 


o 


bO 


CJ 


o 


4-> 


CJ 


(XO 


U 


o 


o 


o 


o 


+-> 


4-> 


o 


cd 


cd 


bO 


o 


(20 


+-> 


bo 


CJ 


o 


4-> 


CJ 


O 




cd 


Cd 


CO 


bO 


«^ 


CJ 


bo 


4-» 


bo 


CJ 


bO 


o 


o 


CJ 


o 


bo 


o 


(20 


00 




O 


bo 


bo 


+-» 


4-* 


bo 


CJ 


4-> 


o 


CJ 


(20 


CO 


cd 


O 


cd 


cd 


o 


•«< 




4-* 


Cd 


(XO 


+-* 


t-4 


CO 




bO 


bo 


bo 


4-> 


bO 


bo 


5— ' 


E— • 


4-* 


cd 


CJ 


o 


bo 


ttO 


tuo 


bo 


bO 


bo 


bO 


(O 


CJ 


bo 


o 


CJ 


od 


4-> 


4-» 


cd 


cd 


o 


CJ 


CO 


4-» 


bo 


4-» 


(0 


C— • 


+j 


CJ 


CJ 


o 


bO 


bO 


CO 


bO 


bo 


6— • 


bo 


4^ 


CJ 


u 


4-» 


cd 


CJ 


o 


bO 


Cd 


CJ 


CO 


CO 


bO 


(XO 


CJ 


CUD 


4-> 


cd 


bo 


CJ 




CJ 


CJ 


o 




4-* 


<0 


i — • 


U 


bO 


bO 


Cd 


to 


bO 


o 


bo 


bO 


i — ' 


bo 


bO 


4^ 


(d 


-f^ 


cd 


bo 


bO 


bO 


bO 


bO 


4-> 


4-* 


4-* 


CJ 


*^ 


bO 


cd 


bO 


E— • 


o 


6— • 


bO 


(30 


(30 




4-* 


4-> 


CJ 


cd 


CJ 


o 


o 


bo 


CJ 


bO 


bo 


bo 


CJ 




+j 


cd 


tuo 


■M 




o 


bO 


bO 


CU) 


bo 


4-* 


4-> 


CJ 


o 


o 




CJ 


o 


CJ 


cd 


bO 


bO 


bo 


bO 


bo 


CJ 


o 


CJ 


cd 


4-* 


o 


bo 


od 


cd 


cd 


CJ 








cd 


cd 




4-» 


CJ 


cd 


CJ 


cd 


tao 


cd 


CJ 


(XO 


O 


CJ 


bO 




4^ 


+-» 


o 


Cud 


o 


4-* 


o 


cO 


CJ 




bo 


bO 




o 


4-> 


CJ 




CJ 


O 


(XO 


CJ 


CJ 


bO 


bO 


*^ 


o 


4-» 


CJ 


bO 




cd 


o 


o 


CJ 


Cud 


bO 


+^ 


CJ 




O 


o 


bo 


CJ 


CJ 


bo 


bo 




o 




cd 






bO 


cd 


cd 


o 


bO 


(d 


^ 


bo 


bo 


00 


<o 




e-« 


cd 


CJ 


o 


bO 


CJ 


cd 


bo 


4-» 


CJ 


bo 


o 






cd 


4-» 


o 


CJ 


bo 


bo 


txD 


bo 


CJ 


4~* 


o 




6— ( 




bo 








cd 


bO 




bo 


OO 


cd 


4-9 




ca 


■M 


CJ 


ttO 


bO 


bO 


CJ 


bO 


4-» 


CJ 


(20 


bO 




4-» 


Cd 


bo 


4^ 


CJ 


bo 


u 


bo 


bo 


Cd 


4-* 


4-» 




CJ 


4-> 


o 


CJ 


4-> 


cd 


u 


CJ 


bO 


bo 


O 


Cd 




bo 


CJ 


Cd 


bo 


4-> 


bo 


bO 


bo 


Cd 


CJ 


bO 


4-> 




o 


o 


o 


o 


4-> 


bo 


o 


4-> 


bo 


bo 


4-> 


CJ 


a 


(d 


4-> 


4^ 


CJ 


Cd 


o 


bo 


CJ 


bo 


bO 


Cd 


4J 


CO 


bo 


bO 


bO 


bo 


4-> 


CJ 


cd 


bO 


bO 


bO 


bo 


U 


PQ 


Cd 


+-» 


(ao 


Cd 


bo 


<< 


bO 


Od 


cd 


4-» 


cd 


bO 


\_<^ 


bo 

4-» 


CC 


CJ 




















I— 1 


Cd 






i-H 


a» 


CM 


CO 


00 


CO 




O 


O 


(d 






CO 


o 




to 


1—1 






CM 


t>- 








<>a 


CO 






LO 


CO 


CO 




oo 


00 


4-» 






1 


1 


1 


1 


1 


1 




1 




1 


•r-l 


CJ) 




00 


CJ5 


C<J 


o 


CO 


lO 


00 




00 


»— 1 


C3 




oo 


LO 


CO 


1-4 






CO 






LO 


o 


1— 1 


rH 


^- 


rH 


oa 


CO 


CO 




LO 


in 


CO 




00 



19 



wo 2005/014651 



PCT/JP2004/011812 



y{ '^—n\c^-< 1^:/ h^Mi UT#AUT*5V^fcBamHIla3'6t^fflV^ 
"C, ^OMm<^®f>^^Jii|®=^t5:M^-r5 ^ ^ i 9 , hGnTI 
II5t'e-^§r^#UfCo ®ll~iai5{J:. ^JiSMt hGnTIII ^ — K 
-rsm^SB^J (@B^J#-^ : 28) (GnTIII ori.nuc) ^^^Mt h GnT 
III ^Sr =1 — K-f 5*l[Sia??U (Ba^J#-^ : 29) (GnTIII mut. nuc) h 

t hGnTIII}*^ pcDNA3. l(Hygro-) ( Invitrogen^fc) (DXhoI/Hindl 

IIlFP&fJimii^. SB^J«r?ii^U:rCo 

^jfe-e^JlO. HMl . 24 j?! #: -DG44^ m CHO;^.ffl flS -(? GnT I II ^ ^ 
JblBUJfe^J. 9t?# b ttfclO n g(^GnTIII/pcDNA3. l(Hygro-)<lrHMl. 
24$T:#:-DG44^mCH0t^{c::i^ \y ^ V n — 3 i^?£-t?1.5kV, 25 m F 
(^^f4:-e^A UfCo :^a(*5% C02-1' ^ — f^T?37°C T-^f 

ofCo 96^7 ai/P7" 1/— h (Falcon^) \Z. , 10% FCS^-^tpIMDM^«6 
(Gibco^fc) ^fflV^T. lOj^JiS/100 itiL/well-C?^# r 20rBl^ 
aUfCo 400/xg/mL^N^ iJ^n-^^ ^/^^^'^tPlO% FCS-IMDM:^flfi te: 

hHM1.24^#:^#:»^||SS^J.2<7)ELISA?fet;:a: 9 SO^t Ufc„ 
jljfe^Jll. GnTIII^3^b h-fbjTLt: h HMl. 24j^#:m^CH0^Jia <^ AD 

GnTIII^5SM6<J.{;i^m^^fc t h'fk^t hHM1.24^^m^^fflJiS ( 
CI — ^-No. 1~31) iJl *5tef ^'fb^ t hHM1.24^#::R.t;?HM1.24fei 
#:-DG44<^:^^?S^^#:^tS400ng/ml{^:^:«&<I^MV^T#3§? HJS 

21 



wo 2005/014651 



PCT/JP2004/011812 



UT:?^ tJ' y V^^ff iJ^ cr - :/No.6 (57B2) ilr#fc 

o 

ram UfcJ^m^ria 9 UfCo 1= — VNo.3, No. 6 (57B2) ^ HM 
1.24^#:-DG44^1t|(^ Ufc^:^. V^■fttOiJ' a — >b HMl. 24^#:-DG 
44i «9 % «V^ADCC^^4^^ U/Co 

r ^ jdS -e # 5 o 



22 



wo 200S/0146S1 



PCT/JP2004/011812 



it ^ o ^ ffl ■ 

1. mmT^^mm^tltc. HMI. 24^11 tc^t-S^^*: (^HM1.24^#: 

) o 

2. mm(0-^m^^i:^^i^^WmMl^mm^ (Antibody-Oepende 
nt Cellular Cytotoxicity ; ADCC) Ti^m^^tlit. It^^^lJclB^ 
(Omi. 2 m. M -r ^l^i^ (^HM1.24^#:) „ 

3. mm^i^t^'e/ ^ vi--'rji^mi^'^h?>. m^mix\-i2\^m 

o 
o 

6. a -1,6=3 r — 7 = — ;^ (a-l,6core fucose) ^^a-^T^^V^J^ 

7. ^ -fe 7^ iT' (bisecting) N - T "fe ^/l^ =i 1^ 5; :x 

(GicNAc) mTk^m-r^mm^^'f-^ . m^mi'^5<o\,^Tin7b^i 

8. a -1,6=3 r — 7 3 (ot-l, Score fucose) ^-^*JfeV^J^ 
^^^b. Jlo^^-Y -fe ^ (bisecting) N-T-fe^/^://!^ 
=I^^^V (GlcNAc) «it ^ Wt" S ^ W 5 . 1 --^ 7 <D\,^ 

9 . 7=I-;?^^^*/^V^J^^t^W■r^^HM1.24^#:^'^tP^#:m 
10. it^« 6 ^^:|Bm<^^#:^c>i!iit:3^^£^^:*5V^T. HMi.24^igtJ: 

(^HMi.24^#:) ^=i- h"r^mmT!>^mA^nrcmm^ 

23 



wo 2005/014651 



PCT/JP2004/011812 



jV^^ % =.)\y V "7 =^"7 —^\\\ (GnTIII ) %=i— Ki-^ 

^/^3i^$=/vh^i^><>7rc7— -€111 (GnTIII) 

^ m ^ ^ A b fc $1 ^ <D :7 =x — JUP |g ^ ^ ^ U ^ ^ Ji& <lr :^ « U . 



24 



wo 2005/014651 



PCT/JP2004/011812 



Fig.l 



kDa 



I 



kDa 



I 
I 



97.4 
66.2 

45.0 
31.0 
21.5 



200 

116 
97.4 

66.2 
45.0 

31.0 

21.5 



wo 2005/014651 



PCT/JP2004/011812 



^ 




CVJCNlCOCOCsJCSJCOCO 




I I I I I I I I 

oooooooo 
CO in CO CM ^ 



wo 2005/014651 



PCT/JP2004/011812 




K5 



wo 2005/014651 



PCT/JP2004/011812 



Fig.A 



( 



a) 





E 












G 






If 




u 





10.00 20.00 30.00 40.00 50.00 60.00 70.00 80.00 

min 




10.00 20.00 30.00 40.00 50.00 60.00 70.00 80.00 

min 



wo 2005/014651 



PCT/JP2004/011812 



Fig.5 

GlcNAcpi - 2Mana1 



GlcNAcpi - 2Mana1 



\e 

Manpi -4GlcNAcpi -4GlcNAc-PA 



Gaipi - 4GlcNAcp1 - 2Mana1^g 
B Manp1-4GlcNAcpi-4GlcNAc-PA 
GlcNAcpl -2Mana1^^ 



GlcNAoBI - 2ManaK _ 
C Manp1-4GlcNAcpi-4GlcNAc-PA 
. Gaipi -4GlcNAcpi - 21^3001-^^ 



Gaipi - 4GlcNAcp1 - 2Mana1^ ^ 

D Manpi-4GlcNAcp1-4GlcNAc-PA 
Gaipi - 4GlcNAcp1 - 2Manal/ ^ 



GlcNAcpi - 2Mana1 . Fuca1>^ 
\6 6 

Manpl •4GlcNAcpi -4GicNAc-PA 

GlcNAcpl - 2Manal/^^ 



Gaipi - 4GlcNAcp1 - 2Mana1. FucaK 

\6 6 
F Manpi-4GlcNAcpi-4GlcNAc-PA 

GlcNAcpl -2Mano1'^^ 



GlcNAcpl - 2ManoK Fucal^^ 

NO 6 

Manpi -4GlcNAcp1 -4GlcNAc-PA 

Gaipi - 4GlcNAcp1 - 2Manal/3 



Gaipi - 4GlcNAcp1 - 2Manal Fucalv.^^ 

\6 ^6 
H Manpi -4GlcNAcp1-4GlcNAc-PA 

Gaipi - 4GicNAcp1 - 21^13001/^^ 
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K GlcNAcpi - 4 Manpi -4GlcNAcpi -4GlcNAc-PA 
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Gaipi - 4GlcNAcpi - 2Mana1. 

N 6 

GlcNAcpi - 4 Manpi -4GlcNAcpi-4GlcNAc-PA 
Gaipi - 4GlcNAcpi - 2Mana1'^ ® 



GlcNAcpi - 2Mana1 . Fucal^^ 
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SEQUENCE LISTING 
<110>Chugai Seiyaku Kabushiki Kaisha 
<120>Anti HMl. 24 Antibody With Modified Sugar Chains 
<130>P817 

<150>JP 2003-207165 

<151>2003-08-ll 

<160>29 

<210>1 

<211>39 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer Initial (BamHI) 
<400>1 

tttctcgaga tgagacgcta caagctcttt ctcatgttc 39 

<210>2 

<211>97 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 1-97 
<400>2 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 

ctgcacttct tcaagaccct gtcctatgtc accttcc 97 

<210>3 

<211>100 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 78-177 
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<400>3 



cctgtcctat gtcaccttcc cacgagaact ggcctccctc agccctaacc tggtgtccag 
ctttttctgg aacaatgccc cggtcacgcc ccaggccagc 



60 
100 



<210>4 

<211>102 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 158-259 
<400>4 

cggtcacgcc ccaggccagc cctgagccag gaggccctga cctgctgcgt accccactct 60 

actcccactc gcccctgctg cagccgctgc cgcccagcaa gg 102 

<210>5 

<211>93 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 239-331 
<400>5 

agccgctgcc gcccagcaag gcggccgagg agctccaccg ggtggacttg gtgctgcccg 60 

aggacaccac cgagtatttc gtgcgcacca agg 93 

<210>6 

<211>98 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 312-409 
<400>6 

gtatttcgtg cgcaccaagg ctggaggcgt ctgcttcaaa cccggcacca agatgctgga 60 
gagaccgcct ccgggacgac cggaggagaa gcctgagg 98 
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<210>7 

<211>83 
<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 390-472 
<400>7 

accggaggag aagcctgagg gggccaacgg atcctcggcc cggcgaccac cccggtacct 60 

cctgagcgcc cgggagcgca egg 83 

<210>8 

<211>104 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 453-556 
<400>8 

gagcgcccgg gagcgcacgg ggggccgagg tgcacgacgc aagtgggtgg agtgcgtgtg 60 

tctgcccgga tggcacggac ccagctgcgg cgtgcccact gtgg 104 

<210>9 

<211>84 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 535-618 
<400>9 

agctgcggcg tgcccactgt ggtgcagtat tccaacctgc ctaccaagga gcggctggtg 60 

cccagggagg tgccgcgccg cgtc 84 

<210>10 

<211>99 

<221>DNA 
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<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 598-696 
<400>10 

agggaggtgc cgcgccgcgt cattaatgct atcaacgtca accacgagtt cgacctgctg 60 

gacgtgcgct tccacgagct gggcgacgtg gtggacgcc 99 

<210>11 

<211>101 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 677-777 
<400>11 

tgggcgacgt ggtggacgcc tttgtggtgt gcgagtccaa cttcacggct tatggggagc 60 

cgcggccgct caagttccgg gagatgctga ccaatggcac c 101 

<210>12 

<211>63 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Foward primer 758-820 
<400>12 

agatgctgac caatggcacc ttcgagtaca tccgccacaa ggtgctctat gtcttcctgg 60 

acc 63 

<210>13 

<211>70 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 
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<222> 

<223>Foward primer 801-870 
<400>13 

gctctatgtc ttcctggacc actttcctcc tggaggacga caagatggat ggatcgccga 60 

cgactacctg 70 

<210>14 

<211>37 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer End(Hindlll) 
<400>14 

tttaagctta ctagacttcc gcctcgtcca gttttcc 37 

<210>15 

<211>109 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1596-1488 
<400>15 

ctagacttcc gcctcgtcca gttttccccg agcaggcggt cttccttcag gacccctgtg 60 

gcgccatcct cccgcagccg tgctcctggg ctcctggtag gggttgtcc 109 

<210>16 

<211>102 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1508-1407 
<400>16 

ggctcctggt aggggttgtc cagaaggtag tggaaccggt cgtagttctt cagcaggtac 60 
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ttgggcgcat acatgtgctc gctggggtct gcaggcgggt ac 102 

<210>17 

<211>104 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1427-1324 
<400>17 

ctggggtctg caggcgggta ctcttgctgc gtgccgtcga accagccccc ggtgcggatc 60 

aggccgcgga tgtagttcag gtcccgcttg tcctcgtagt cacc 104 

<210>18 

<211>101 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1344-1244 
<400>18 

ccgcttgtcc tcgtagtcac cccagcgtgg gaagtcgcca ttctgggcgg acacgagctt 60 

gaagtagatg ccctcgggcg tgaagcacca ggagcagtgc c 101 

<210>19 

<211>102 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1264-1162 
<400>19 

tgaagcacca ggagcagtgc cagccggcga agtgaagggg gctgcccagc gaccactgca 60 
ccaggatgtg tccggtgcgg ttctcatact gtctgaagtt gg 102 
<210>20 
<211>99 
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<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1182-1084 
<400>20 

ctcatactgt ctgaagttgg gcatggtgta gtattggcgg cggcgcaggc ggatgccgtc 60 

cagcccatac actgcctgca gcatgtccac cgtgcagcc 99 

<210>21 

<211>100 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 1103-1004 
<400>21 

agcatgtcca ccgtgcagcc tgacaccacc tccagggtgc ccggttgctt ccaaaagaat 60 

ccgtagagcg acgtgcgcat gtggaaggcg aagggctcgg 100 

<210>22 

<211>102 

<221>DNA 

<213>Artificial Sequence 

<220> 
<221> 
<222> 

<223>Reverse primer 1023-922 
<400>22 

gtggaaggcg aagggctcgg tccagccatc gtagagcttg aggaacagga cgccgtcacg 60 

ggccgggatc tcgtccgcat cgtcaatgat gaagacgtcg tc 102 

<210>23 

<211>91 

<221>DNA 

<213>Artificial Sequence 
<220> 
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<221> 

<222> 

<223>Reverse primer 941-851 
<400>23 

tcaatgatga agacgtcgtc gggccgcagg ttgcgcagcc gcgagacgcc gtcctgggtg 60 

aggaaggtgc gcaggtagtc gtcggcgatc c 91 

<210>24 

<211>70 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 870-801 
<400>24 

caggtagtcg tcggcgatcc atccatcttg tcgtcctcca ggaggaaagt ggtccaggaa 60 

gacatagagc 70 

<210>25 

<211>81 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 380-300 
<400>25 

ggcggtctct ccagcatctt ggtgccgggt ttgaagcaga cgcctccagc cttggtgcgc 60 

acgaaatact cggtggtgtc c 81 

<210>26 

<211>80 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer 320-241 
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<400>26 

acgaaatact cggtggtgtc ctcgggcagc accaagtcca cccggtggag ctcctcggcc 60 

gccttgctgg gcggcagcgg 80 

<210>27 

<211>68 

<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Reverse primer Bam-359 
<400>27 

tttggatccg ttggccccct caggcttctc ctccggtcgt cccggaggcg gtctctccag 60 

catcttgg 68 

<210>28 

<211>1596 

<221>DNA 

<213>Homo sapiens 
<220> 

<223>Nucleotide sequence encoding human GnTIII 
<400>28 



atgagacgct 


acaagctctt 


tctcatgttc 


tgtatggccg 


gcctgtgcct 


catctccttc 


60 


ctgcacttct 


tcaagaccct 


gtcctatgtc 


accttccccc 


gagaactggc 


ctccctcagc 


120 


cctaacctgg 


tgtccagctt 


tttctggaac 


aatgccccgg 


tcacgcccca 


ggccagcccc 


180 


gagccaggag 


gccctgacct 


gctgcgtacc 


ccactctact 


cccactcgcc 


cctgctgcag 


240 


ccgctgccgc 


ccagcaaggc 


ggccgaggag 


ctccaccggg 


tggacttggt 


gctgcccgag 


300 


gacaccaccg 


agtatttcgt 


gcgcaccaag 


gccggcggcg 


tctgcttcaa 


acccggcacc 


360 


aagatgctgg 


agaggccgcc 


cccgggacgg 


ccggaggaga 


agcctgaggg 


ggccaacggc 


420 


tcctcggccc 


ggcggccacc 


ccggtacctc 


ctgagcgccc 


gggagcgcac 


ggggggccga 


480 


ggcgcccggc 


gcaagtgggt 


ggagtgcgtg 


tgcctgcccg 


gctggcacgg 


acccagctgc 


540 


ggcgtgccca 


ctgtggtgca 


gtactccaac 


ctgcccacca 


aggagcggct 


ggtgcccagg 


600 


gaggtgccgc 


gccgcgtcat 


caacgccatc 


aacgtcaacc 


acgagttcga 


cctgctggac 


660 


gtgcgcttcc 


acgagctggg 


cgacgtggtg 


gacgcctttg 


tggtgtgcga 


gtccaacttc 


720 


acggcttatg 


gggagccgcg 


gccgctcaag 


ttccgggaga 


tgctgaccaa 


tggcaccttc 


780 


gagtacatcc 


gccacaaggt 


gctctatgtc 


ttcctggacc 


acttcccgcc 


cggcggccgg 


840 


caggacggct 


ggatcgccga 


cgactacctg* 


cgcaccttcc 


tcacccagga 


cggcgtctcg 


900 
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cggctgcgca acctgcggcc cgacgacgtc ttcatcattg acgatgcgga cgagatcccg 
gcccgtgacg gcgtcctttt cctcaagctc tacgatggct ggaccgagcc cttcgccttc 
cacatgcgca cgtcgctcta cggcttcttc tggaagcagc cgggcaccct ggaggtggtg 
tcaggctgca cggtggacat gctgcaggca gtgtatgggc tggacggcat ccgcctgcgc 
cgccgccagt actacaccat gcccaacttc agacagtatg agaaccgcac cggccacatc 
ctggtgcagt ggtcgctggg cagccccctg cacttcgccg gctggcactg ctcctggtgc 
ttcacgcccg agggcatcta cttcaagctc gtgtccgccc agaatggcga cttcccacgc 
tggggtgact acgaggacaa gcgggacctg aactacatcc gcggcctgat ccgcaccggg 
ggctggttcg acggcacgca gcaggagtac ccgcctgcag accccagcga gcacatgtat 
gcgcccaagt acctgctgaa gaactacgac cggttccact acctgctgga caacccctac 
caggagccca ggagcacggc ggcgggcggg tggcgccaca ggggtcccga gggaaggccg 
cccgcccggg gcaaactgga cgaggcggaa gtctag 
<210>29 
<211>1596 
<221>DNA 

<213>Artificial Sequence 

<220> 

<221> 

<222> 

<223>Artificial nucleotide sequence encoding human GnTIII 
<400>29 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 
ctgcacttct tcaagaccct gtcctatgtc accttcccac gagaactggc ctccctcagc 
cctaacctgg tgtccagctt tttctggaac aatgccccgg tcacgcccca ggccagccct 
gagccaggag gccctgacct gctgcgtacc ccactctact cccactcgcc cctgctgcag 
ccgctgccgc ccagcaaggc ggccgaggag ctccaccggg tggacttggt gctgcccgag 
gacaccaccg agtatttcgt gcgcaccaag gctggaggcg tctgcttcaa acccggcacc 
aagatgctgg agagaccgcc tccgggacga ccggaggaga agcctgaggg ggccaacgga 
tcctcggccc ggcgaccacc ccggtacctc ctgagcgccc gggagcgcac ggggggccga 
ggtgcacgac gcaagtgggt ggagtgcgtg tgtctgcccg gatggcacgg acccagctgc 
ggcgtgccca ctgtggtgca gtattccaac ctgcctacca aggagcggct ggtgcccagg 
gaggtgccgc gccgcgtcat taatgctatc aacgtcaacc acgagttcga cctgctggac 
gtgcgcttcc acgagctggg cgacgtggtg gacgcctttg tggtgtgcga gtccaacttc 
acggcttatg gggagccgcg gccgctcaag ttccgggaga tgctgaccaa tggcaccttc 
gagtacatcc gccacaaggt gctctatgtc ttcctggacc actttcctcc tggaggacga 
caagatggat ggatcgccga cgactacctg cgcaccttcc tcacccagga cggcgtctcg 
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cggctgcgca 


acctgcggcc 


cgacgacgtc 


ttcatcattg acgatgcgga 


cgagatcccg 


960 


gcccgtgacg 


gcgtcctgtt 


cctcaagctc 


tacgatggct 


ggaccgagcc 


cttcgccttc 


1020 


cacatgcgca 


cgtcgctcta 


cggattcttt 


tggaagcaac 


cgggcaccct 


ggaggtggtg 


1080 


tcaggctgca 


cggtggacat 


gctgcaggca 


gtgtatgggc 


tggacggcat 


ccgcctgcgc 


1140 


cgccgccaat 


actacaccat 


gcccaacttc 


agacagtatg agaaccgcac 


cggacacatc 


1200 


ctggtgcagt 


ggtcgctggg 


cagccccctt 


cacttcgccg 


gctggcactg 


ctcctggtgc 


1260 


ttcacgcccg 


agggcatcta 


cttcaagctc 


gtgtccgccc 


agaatggcga 


cttcccacgc 


1320 


tRSRStsact 


aceras^racaa 


ercfiTSfifaccts 


aactacatcc 


gcggcctgat 


ccgcaccggg 


1380 


ggctggttcg 


acggcacgca 


gcaagagtac 


ccgcctgcag 


accccagcga gcacatgtat 


1440 


gcgcccaagt 


acctgctgaa 


gaactacgac 


cggttccact 


accttctgga 


caacccctac 


1500 


caggagccca 


ggagcacggc 


tgcgggagga 


tggcgccaca 


ggggtcctga 


aggaagaccg 


1560 


cctgctcggg 


gaaaactgga 


cgaggcggaa 


gtctag 






1596 



11/11 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP2004/011812 


A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl^ C07K16/30, C12N15/12, C12P21/08 






According to International Patent Classification (IPC) or to both national classification and IPC 




B. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 
Int. 01'' C07K16/30, C12N15/12, C12P21/08 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of database and, where practicaible, search terms used) 
RTOSIS/WPI (DIALOG) 


C. DOCUXvfENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document with indication, where q)propr!ate, of the relevant passages 


Relevant to claim No. 


Y 


WO 98/37913 Al (Chugai Pharmaceutical Co 
Ltd.), 

03 September, 1998 (03.09.98), 
Full text 

& JP 10-298106 A ' & EP 972524 Al 
. & US 2002/034507 Al 


• / 


1-12 


Y 


JP 10-286088 A (Chugai Pharmaceutical Co 
Ltd.) , 

27 October, 1998 (27.10.98), 

Full text 

& WO 98/35698 Al & EP 997152 Al 




1-12 


Y 


WO 02/31140 Al (Kyowa Hakko Kogyo Co., Ltd.), 

18 April, 2002 (18.04.02), 

Full text 

& EP 1331266 Al 


1-12 


1 ^1 Further documents are listed in the continuation of Box C. 


1 1 See patent family annex. 




* Special categories of cited documents: 

"A" document deilning the general state of the art which is not considered 
to be of particular relevance 

*'E" earlier application or patent but published on or after the intematicHial 
filing date 

*'V document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
"O* document referring to an oral disclosure, use, exhibition or other means 

document published prior to the international filing date but later than 

the priority date claimed 


*T* later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
ttie principle or theory underlying die invention 

'^X*' document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other ^uch documents, such combination 
being obvious to a person skilled m the art 

document member of the same patent family 


Date of the actual completion of the international search 
20 October, 2004 (20.10.04) 


Date of mailing of the international search report 

09 November, 2004 (09.11.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facshnile Nn. 


Authorized officer 
Telephone No. 



Form PCTASAy210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/011812 



C (Continuation), DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 2002-512014 A (UNAMA, Pablo) , 
23 April, 2002 (23.04.02), 
Full text 
& WO 99/54342 Al 

WO 02/79255 Al (IDEC PHARMACEUTICALS Co.), 
10 October, 2002 (10.10:02), 
Full text. 
(Family: none) 



1-12 



1-12 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/011812 



Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of iteml.b of the first she^) 



1 . With regard to any nucleotide and/or amino acid sequence disclosed in the international ^plication and necessary to the claimed 
invention, the international search was carried out on the basis o£ 

a. type of material 

I ^ I a sequence listing 

□ table(s) related to the sequence listing 

b. format of material 

in written format 
I ^ I in computer readable fonn 

c. time of filing/fumishing 

^3 contained in the Intemational plication as filed 

I x| filed together mth the intemational application in computor readable form 

□ furnished subsequently to this Authority for tiie purposes of search 

2. fx\ In addition* in the case diat more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or iumished, the required statements that the information in the subsequent or additional copies is identical to thai m the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



3. Additional comments: - 



Form PCr/ISA/210 (continuation of first sheet (1)) (January 2004) 



HBRtiiS#-^ PCT/J P 2 0 04/0 1 1 8 1 2 



Int. CI.' 007K16/30, C12N15/12, Cia"21/08 



m^n-^tz.m^m'^n mnmf^m d po ) 

Int. CI.' C07K16/30, Cia^l5/12, C12P21/08 



BIOSIS/WPI (DIALOG) 



wo 98/37913 Al i^^W^^m 1998.09.03, 
& JP 10-298106 A. 
& EP 972524 Al . 
& US 2002/034507 Al 

JP 10-286088 A (tfi^fj^m^^^^i:) 1998. 10. 27, 
& WO 98/35698 Al 
& EP 997152 Al 



1-12 



.1-12 



r&j p-x^v' h 7 r 5 y -Srffifc 



H^iSSSr^TUfcB 



20. 10. 2004 



09.11.2004 



0*H#fF;T (I SA/J P) 
0 0-8 9 1 5 



4N 



3 12 6 



flSS«# 0 3-3581-1101 1*9111 3 44 8 



«|iCPCT/I SA/2 1 0 (»2'<-5^ (2004#1^) 



mmmm^^ pct/jp2oo4/oi is i 2 



C . 












Y 


WO 02/31140 Al (mfP®i^X||**^|t) 2002. 04. 18, ±-X 
& EP 1331266 Al 


1-12 


Y 


JP 2002-512014 A (.^-^^ ^-ifu) 2002.04.23, 
& WO 99/54342 Al 


1-12 


Y 


WO 02/79255 Al (IDEC PHARMACEUTICALS Co. ) 2002. 10. 10, 


1-12 



tSSCPCT/I SA/2 1 0 (^2^— ^03ilS^) (2 0 0 4^1^) 



SI 



Bl^fflJS»# PCT/ J P 2 0 0.4/0 1 1 8 1 2 



2. (xJ^Pjic, ii&nmy.i-mmmiz.mi^-r^T-::fji'^mmL.itm^\z., tiimm^mmL.itmm^L.<it.mwxmm 

3 . : 



«IS;PCT/I SA/2 1 0 mi^-i^iom^ (.1) ) (2 0 0 4^1^) 



a. ^'-f:?' 



[X] SB^^ 



